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DETAILED ACTION 

Election/Restrictions 

1. Applicant's election with traverse of Group I, Claims 1-17, 22, and 23 in the reply 
filed on 07/02/2007 is acknowledged. The traversal is on the ground(s) that the 
amended Claim 1 , which now reads the combination of Claim 1 comprises at least two 
antibodies, where both must be present, are linked by a single inventive concept. The 
previous art applied, Kipriyanov et al. (Int J. Cancer 2001 - referenced in IDS 
06/10/2005 on line AM) does not apply to amended Claim 1. However, Kudo et al. 
(Tohoku. J. Exp. Med. 1999, Vol. 188 p. 275-288) teach the simultaneous administration 
of two kinds of bispecific antibodies (anti-tumor X anti-CD3 plus anti-tumor X anti-CD28) 
together with lymphokine activated killer cells with a T cell phenotype inhibited growth of 
human xenotransplated tumors in SCID mice (see abstract). Therefore, Kudo et al. 
teach the technical feature recited in Claim 1 and the requirement is still deemed proper 
and is therefore made FINAL. 

2. Applicant's election with traverse of the following species in the reply filed on 
07/02/2007 is acknowledged. 

Tumor antigen - CD1 9 
T cell antigen - CD3 
Effector cell antigen - CD16 
Antibody - humanized antibody 
Binding target - protein 
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The traversal is on the ground(s) that the species are related by a "commonality of 
operation, function and effect" and there would be no serious burden on the examiner to 
search ail species. This is not found persuasive because as stated in the restriction 
requirement mailed 05/01/2007, the claims list several possible combinations of 
bispecific antibodies directed towards species of tumor antigens, t-cell antigens and 
effector cell antigens, all of which have distinct structures and functions. There are a 
large number of possible combinations, each requiring separate searches. Therefore, 
the requirement is still deemed proper and is made FINAL. 

3. Claims 18-21 and 24-28 are withdrawn from further consideration pursuant to 37 
CFR 1.142(b), as being drawn to a nonelected inventions, there being no allowable 
generic or linking claim. Applicant timely traversed the restriction (election) requirement 
in the reply filed on 07/02/2007. 

4. Claims 4 and 5 are withdrawn from further consideration pursuant to 37 CFR 
1.142(b), as being drawn to a nonelected species, there being no allowable generic or 
linking claim. Applicant timely traversed the restriction (election) requirement jn the reply 
filed on 07/02/2007. 

5. Claims 1-3, 6-17, 22 and 23 will be examined on the merits. 

Claim Rejections -35 USC §112 

6. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 
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Claim 13 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

7. Claim 13 recites wherein said antigen-binding domains "mimic" or correspond to 
V H and V L regions from a natural antibody. It is unclear what is meant by the term 
"mimic". Does this mean mimics the antibody's binding, mimics the antibody structure, 
mimics the antibody sequence? Clarification is required. 

Claim Rejections - 35 USC § 102 

8. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a. printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1, 6, 9, 13, and 16 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Kudo et al. (Tohoku J. of Exp. Medicine Vol. 188, p275-288, 1999). 

9. The Claims are drawn to a combination of at least two different multivalent 
antibodies, each one having at least two specificities, wherein one antibody is 
characterized by an antigen-binding domain specific to a tumor antigen and an antigen- 
binding domain specific to an antigen present on CD3-epsilon negative human effector 
cells and one antibody is characterized by an antigen-binding domain specific to a 
tumor antigen and an antigen-binding domain specific to an antigen present on human 
T-cells (species elected CD3). 
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10. Kudo et al. teach specific targeting immunotherapy of cancer with bispecific 
antibodies. Claim 1, 6, 9, and 13 are drawn to a composition comprising two bispecific 
antibodies, wherein one is directed to the T-cell antigen CD3 and a tumor antigen. 
Kudo et al. show that simultaneous administration of two kinds of bispecific antibodies 
(anti-tumor X anti-CD3 plus anti-tumor X anti-CD28) together with lymphokine activated 
killer cells with a T cell phenotype inhibited growth of human xenotransplanted tumors in 
SCID mice, while single bispecific antibody was without effect. Claim 16 is drawn to a 
composition according to Claim 1 and a third antibody having an antigen-binding 
domain different from the antigen-binding domains of the first and second antibody. 
Kudo et al. teach three kinds of bispecific antibodies (anti-tumor X anti-CD3, anti-tumor 
X anti-CD28, anti-tumor X anti-CD2) showed the highest cytotoxicity against tumor cells 
when given simultaneously with T cell phenotype cells or peripheral blood mononuclear 
cells in vitro and in vivo (see Abstract). The reference teaches each and every limitation 
of the claims. 

Claim Rejections - 35 USC §103 

11. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 

USPQ 459 (1966), that are applied for establishing a background for determining 

obviousness under 35 U.S.C. 103(a) are summarized as follows: 
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1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 1-3, 6-17, 22 and 23 rejected under 35 U.S.C. 103(a) as being 

unpatentable over Kudo et al. (Tohoku J. of Exp. Medicine Vol. 188, p275-288, 1999) in 

view of Kipriyanov et al. (International Journal of Molecular Medicine 2001; Vol. 8(1) 

p.S24) and Queen et al. (US Patent 6180370). 

12. The claims are drawn to a combination of at least two different multivalent 
humanized antibodies, each one having at least two specificities, wherein one antibody 
is characterized by an antigen-binding domain specific to a tumor antigen (elected 
species CD19) and an antigen-binding domain specific to an antigen present on CD3- 
epsilon negative human effector cells (elected species CD16) and one antibody is 
characterized by an antigen-binding domain specific to a tumor antigen (elected species 
CD19) and an antigen-binding domain specific to an antigen present on human T-cells 
(elected species CD3). 

13. The teachings of Kudo et al. have been presented in the 102(b) rejection set forth 
above. The reference does not teach the bispecific antibodies anti-CD19 X anti-CD3 
and anti-CD19 X anti-CD16. The reference does not teach humanized antibodies linked 
to an effector molecule having a conformation suitable for biological activity or selective 
binding to a solid support or a pharmaceutical composition containing said antibodies. 
These deficiencies are made up for in Kipriyanov et al. (2001) and Queen et al. 
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14. Claims 2, 6, and 7 are drawn to bispecific antibodies directed towards CD19, 
CD3, and CD16 and Claim 22 is drawn to a composition of said antibodies. Kipriyanov 
et al. (2001) teach a panel of bispecific antibodies with the dual specificity to human 
CD19 or CD30 on non-Hodgkin's or Hodgkin's lymphoma cells, respectively, and either 
to CD3, CD28, or CD16 on human T cells or NK effector cells. It is widely known in the 
art that CD3 and CD28 are expressed on T cells, that CD16 is expressed on NK cells, 
i.e. CD3-epsilon negative cells, and that T cells and NK cells represent two different 
populations of effector cells. T cells and NK cells are the only effector cells mentioned in 
this document. A combination of bispecific antibodies retargeting different populations 
of human effector cells towards the tumor was reported to significantly enhance the 
therapeutic effect. Claim 17 is drawn to a composition comprising a first antibody which 
is specific to CD19 and CD16, a second antibody which is specific to CD19 and CD3, 
and a third antibody which is specific to CD28. Kipriyanov et al. teach the use of a 
tetravalent tandem diabody (Tandab) that is specific for both human CD19 and CD3. 
Treatment of SCID mice bearing an established Burkitt's lymphoma with human 

PBL, Tandab and anti-CD28 resulted in the complete elimination of tumors in all animals 
within ten days. 

15. Claims 14 and 23 are drawn to a combination of humanized bispecific antibodies 
presented above and a composition containing a pharmaceutical^ acceptable carrier or 
a diagnostic composition. Queen et al. (Patent 6180370) teaches a method for 
preparing humanized immunoglobulins for novel therapeutic agents. Queen et al. also 
discloses pharmaceutical compositions comprising the humanized antibodies and. 



Application/Control Number: 10/510,881 Page 8 

Art Unit: 1643 

effector molecules such as chemical agents, proteins, or drugs linked to the antibody for 
diagnostic use (see columns 19 4 th paragraph - column 20 2 nd paragraph). 

16. It would have been prima facie obvious to one of ordinary skill in the art at the 
time the claimed invention was made to substitute the antibodies taught in Kipriyanov et 
al. for the antibodies taught in Kudo et al. and perform the same method of treatment. 
Kudo et al. even states "by conjugating antibodies (anti-CD3, anti-CD28, anti-CD16, 
anti-CD64, andti-CD89 or anti-CD2) to effector cells with antibodies to anti-tumor 
antigens, numerous bispecific antibodies can be produced. These various kinds of 
bispecific antibodies would cover most cancer tissues, and they might enable to start 
immunotherapy immediately after diagnosis" (see p. 285, 3 rd paragraph). One of 
ordinary skill in the art would have been motivated to do so with a reasonable 
expectation of success by teaching in Kudo et al., Kipriyanov et al. and Queen et al. to 
humanize the bispecific antibodies taught in Kudo et al. and Kipriyanov et al. for 
immunotherapy treatment in humans. 

Conclusion 

17. Claims 1-3, 6, 7, 9-17, 22 and 23 are rejected. 

18. No claim is allowed. 

1 9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Meera Natarajan whose telephone number is 571-270- 
3058. The examiner can normally be reached on Monday-Thursday, 8:30AM-6:00PM, 
ALT. Friday. EST. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on 571-272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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